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DETAILED OFFICE ACTION 

The request filed on 01 December 2005 for a Continued Examination (RCE) under 37 
CFR 1.114 based on parent Application No. 09/373,230 is acceptable, and a RCE has been 
established. An action on the RCE follows. 

Applicant's amendment filed on 01 December 2005 is acknowledged and entered. 
Following the amendment, claims 1 and 2 are canceled, and claims 3, 11, 14 and 16 are 
amended. 

Currently, claims 3-9, 11,14 and 16 are pending and under consideration. 

Withdrawal of Objections and Rejections: 

All objections and rejections of claims 1 and 2 are moot as the applicant has canceled the 

claims. 
Declaration 

A. The rejection of claims 3-6, 11, 14 and 16 based upon lack of enablement (scope) under 
35 U.S. C. 112, first paragraph, as set forth in the last Office action is maintained. The 
declaration of Dr. Haruki Okamura under 37 CFR 1.132 filed 01 December 2005 has been fully 
considered, but is insufficient to overcome the rejection for the following reasons. 

Items 6-9, 13 and 14 of the declaration indicate that Dr. Okamura is one of the inventors 
who discovered the present IGIF (IL-18) of SEQ ID NO:2; that the skilled person in the art at the 
time the invention was made could have easily understood and engineered various variants of the 
protein based on the disclosed amino acid sequence of the IGIF and the biological properties; 
that the specification does surely enable any person skilled in the art to make the invention 
commensurate in scope with the claims for variants at least 90% homologous to SEQ ID NO:2. 
This is not persuasive because the issue is that the disclosed IGIF was a totally new polypeptide 
not known to belong to any family of proteins, and the specification provide provides no 
information about the structural and functional relationship of the polypeptide. The problem of 
predicting protein structure from sequence data and in turn utilizing predicted structural 
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determinations to ascertain functional aspects of the protein is extremely complex. While it is 
known that many amino acid substitutions are generally possible in any given protein the 
positions within the protein's sequence where such amino acid substitutions can be made with a 
reasonable expectation of success are limited. Certain positions in the sequence are critical to the 
protein's structure/function relationship, e.g. such as various sites or regions directly involved in 
binding, activity and in providing the correct three-dimensional spatial orientation of binding and 
active sites. These regions can tolerate only relatively conservative substitutions or no 
substitutions. However, the present disclosure has provided little or no guidance beyond the 
mere presentation of sequence data to enable one of ordinary skill in the art to determine, without 
undue experimentation, the positions in the protein, which are tolerant to changes, and the nature 
and extent of changes that can be made in these positions. 

B. The prior art rejection of claims 3, 5, 6, 1 1, 14 and 16 under 35 U.S.C. 102 (b) as 
anticipated by Nakamura {Infect. Immun. 61: 64-70, 1993), set forth in the previous Office 
actions is maintained. The second declaration of Dr. Haruki Okamura (with the title of "In the 
European Patent Office") under 37 CFR 1.132 filed 01 December 2005 is insufficient to 
overcome the rejection for the reasons addressed below under "Rejections Over Prior Art" y as 
only item 1 1 is relevant and it needs to be addressed in context to applicants argument. 

New Matter Rejection: 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3-6, 1 1, 14 and 16 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. The newly amended claims 3, 11, 14 and 16 recite 
"having an amino acid sequence which is at least 90% homologous to however, while the 
specification teaches variants having one or more amino acids replaced in SEQ ID NO: 2 without 
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alternating the inherent biological properties of the protein (page 9, for example), it does not 
provide basis or support for such a specific limitation. 
This is a new matter rejection. 

Applicants argument filed on 01 December 2005 has been fully considered, but is not 
deemed persuasive for reasons below. 

At pages 10-11 of the response, the applicant argues that while there does not appear to 
be explicit support for "at least 90% homologous" in the specification as filed, applicants believe 
that the specification does provide implicit support for such a definition, and that the declaration 
by Dr. Okamura support such, as it states, in item 10, that "I and other co-inventors had in mind 
that such variants are those which are at least 90% homologous to This argument is not 
persuasive because the limitation of "at least 90% homologous" represents a specific scope, 
which cannot be predicted or anticipated from the general disclosure of the "variants", which can 
be obtained "by replacing one or more amino acids in SEQ ID NO:2" without altering the 
inherent biological properties (page 9 of the specification, for example). With respect to the 
declaration, it does not provide any evidentiary support, and mere something in mind without 
any specific disclosure cannot be considered as being an inventive concept. 

Rejections under 35 U.S.C 112: 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 3-6 and 1 1 remain rejected, and the newly amended claims 14 and 16 are rejected 
under 35 U.S.C. 11 2, second paragraph, as being indefinite for failing to particularly point out 
and distinctly claim the subject matter which applicant regards as the invention, for the reasons 
of record set forth in the previous Office Actions mailed on 05 January 2004, 09 September 
2004, and 03 June 2005, and for the reasons below. 

Claim 3 remains indefinite for the recitation of "possessing a part or the whole of the 
amino acid sequence of SEQ ID NO: 2" in part (4). As the claim is directed to a variant of an 
IGIF (lines 2-3 of the claim), said variant, therefore, cannot possess the whole of the amino acid 
sequence of SEQ ID NO: 2 in the same time. The claim is further indefinite and confusing for 
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the limitation in the last part of the claim, where it recites that "which is at least 90% 
homologous to, but different from the amino acid sequence of SEQ ID NO: 2". Since "90% 
homologous to" would automatically mean that the sequence of the variant is different from SEQ 
ID NO:2, it is redundant to recite "but different from". Claims 11, 14 and 16 are similarly 
indefinite. 

Claim 1 1 is further indefinite for the recitation of "which reacts with' and "or a variant 
... at least 90% homologous to" in the last part of the claim. It is unclear as to what the term 
"react with" refers, and whether it means specific binding/recognition. Further, the claim define 
the structure of the IGIF protein by its interaction with a monoclonal antibody specific to a 
sequence variant of the protein. Such an antibody may or may not be SEQ ID NO: 2 specific, and 
therefore, it does not help to define the structure of the claimed protein. 

The remaining claims are rejected for depending from an indefinite claim. 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3-6, 11, 14 and 16 remain rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for claims limited in scope to the IGIF of SEQ ID NO: 2, 
and a specific variant of said protein, which has an amino acid sequence of SEQ ID: 2 where 
residue 70 is methionine or threonine, does not reasonably provide enablement for with claims to 
a variant having physicochemical and functional properties listed in parts (1) to (4) of claim 3, 
and having the amino acid sequence at least 90% homologous to SEQ ID: 2 (claims 3 and 16, for 
example), reacting with a mAb specific to a variant at least 90% homologous to SEQ ID:2 (claim 
11, for example), or a hybridization variant having the amino acid sequence at least 90% 
homologous to SEQ ID: 2 (claim 14, for example), while substantially having the biological 
activity of (3). The specification does not enable any person skilled in the art to which it pertains, 
or with which it is most nearly connected, to make the invention commensurate in scope with 
these claims, for the reasons set forth in the previous Office Actions. 
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Applicants argument filed on 01 December 2005 has been folly considered, but is not 
deemed persuasive for reasons below. 

At pages 12-14 of the response, the applicant argues that, based on Dr. Okamura's 
declaration and citing the Watson reference, it would be easy and routine for one of skill in the 
art to obtain various variants of SEQ ID NO:2 once the amino acid sequence was available at the 
time the invention was made, and to determine the functional activity of a given variant. This 
argument is not persuasive for the reasons addressed above, under "Declaration". 

Claims 3-6, 11,14 and 16 remain further rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention, for the reasons of record set forth 
in the previous Office Actions. 

No argument in response to the instant rejection in the response filed on 01 December 

2005. 

Rejections Over Prior Art: 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 3, 5, 6, 1 1, 14 and 16 remain rejected under 35 U.S.C. 102(b) as being anticipated 
by Nakamura et al {Infect Immun. 61: 64-70, 1993), for the reasons set forth in the previous 
Office Actions, paper Nos. 4, 7 and 13, and the Office Actions mailed on 09 September 2004, 
and 03 June 2005. 

Applicants argument filed on 01 December 2005 has been fully considered, but is not 
deemed persuasive for reasons below. 

On page 16 of the response, applicants argue that, citing item 1 1 of the declaration of Dr. 
Okamura, it is clear that Dr. Okamura (one of the authors of the cited Nakamura reference) did 
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not consider that the factor disclosed in the Nakamura reference is the same protein as claimed in 
the present invention, and accordingly, Nakamura does not anticipate the invention. This 
argument is not persuasive because it is irrelevant as to what Dr. Okamura might have 
considered at the time since the subsequent evidence published by Okamura (as addressed in the 
previous Office Actions) has shown that they are the same molecule. According to MPEP 2124, 
in certain circumstances, references cited to show a universal fact need not be available as prior 
art before applicant's filing date. In re Wilson, 3 1 1 F.2d 266, 135 USPQ 442 (CCPA 1962). 
Such facts include the characteristics and properties of a material or a scientific truism. 

With respect to claims 7-9, although the Nakamura does not disclose the sequence of the 
IGIF, as addressed in the previous Office Action mailed on 7/3/01, the subsequent studies 
reported by the same group of investigators in the post filling date publications (Okamura et al. 
(Infection and Immunity, 1995, 63(10): 3966-72), and Ushio et al, J Immunol. 156: 4274-4279, 
1996) proved that the serum factor initially purified and reported by Nakamura has the same 
amino acid sequence as that of the present SEQ ID NO: 2. As such, the Nakamura reference 
renders the present claims not novel because, according to MPEP 21 12 I. , "the court stated that 
'just as the discovery of properties of a known material does not make it novel, the identification 
and characterization of a prior art material also does not make it novel. 5 " In the instant case, 
applicants merely identified the sequence of a protein factor, which had been known and purified 
in the prior art. 



Conclusion: 

No claim is allowed. 
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Advisory Information: 

Any inquiry concerning this communication should be directed to Dong Jiang whose 
telephone number is 571-272-0872. The examiner can normally be reached on Monday - Friday 
from 9:30 AM to 7:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback, can be reached on 571-272-0961. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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